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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
1 1/24/08 has been entered. 

Response to Remarks 

Applicants' arguments, filed on 10/22/08, have been approved and entered. 
They have been fully considered. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or objections 
are either newly applied or reiterated. They constitute the complete set presently being 
applied to the instant application. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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Claims 33-34, 36-39 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Cheeseman (US 5,302,509). 

Cheeseman discloses a method for determining the sequence of nucleotides on 
a single strand DNA molecule. The single strand DNA molecule is attached to a leader 
oligonucleotide and its complementary strand to a solid state support. Fluorescently- 
labeled 3'-blocked nucleotide triphosphates, with each of the bases A, G, C, T having a 
different fluorescent label, are mixed with the bound DNA molecule in the presence of 
DNA polymerase. The DNA polymerase causes selective addition of only the 
complementary labeled NTP, thus identifying the next unpaired base in the unknown 
DNA strand. The 3'-blocking group is then removed, setting the system up for the next 
NTP addition and so on. The sequence is repeated until no more fluorescently-labeled 
NTPs can be detected as being added by the polymerase, (see abstract and col. 2). 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 1 03(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
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were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 35 and 40 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Cheeseman (US 5,302,509) in view of Jones (US 5,858,671). 

Cheeseman discloses a method for determining the sequence of nucleotides on 
a single strand DNA molecule. The single strand DNA molecule is attached to a leader 
oligonucleotide and its complementary strand to a solid state support. Fluorescently- 
labeled 3'-blocked nucleotide triphosphates, with each of the bases A, G, C, T having a 
different fluorescent label, are mixed with the bound DNA molecule in the presence of 
DNA polymerase. The DNA polymerase causes selective addition of only the 
complementary labeled NTP, thus identifying the next unpaired base in the unknown 
DNA strand. The 3'-blocking group is then removed, setting the system up for the next 
NTP addition and so on. The sequence is repeated until no more fluorescently-labeled 
NTPs can be detected as being added by the polymerase, (see abstract and col. 2). 

Jones describes an iterative and regenerative method for sequencing DNA. This 
method sequences DNA in discrete intervals starting at one end of a double stranded 
DNA segment. This method overcomes problems inherent in other sequencing 
methods, including the need for gel resolution of DNA fragments and the generation of 
artifacts caused by single-stranded DNA secondary structures. A particular advantage 
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of this invention is that it can create offset collections of DNA segments and sequence 
the segments in parallel to provide continuous sequence information over long intervals. 
This method is also suitable for automation and multiplex automation to sequence large 
sets of segments, (abstract). 

The method provides detectable label which can be selected from radioactive 
labels, fluorescent labels, colorimetric labels, chemiluminescent labels and the like (see 
claims). 

Therefore it would have been obvious to one of ordinary skill in the art to use 
chemilumescent label as taught by Jones for the method of Cheeseman. Such label 
are well used in the art of PCR and therefore will be commonly used as a type of label 
for detecting nucleic acid sequence. Additionnally Jones generates a library of clones 
using randomly sheared DNA. These DNA fragments can be dephosphorylated and 
efficiently cloned with one insert per vector using a vector that requires inactivation of a 
selectable marker by DNA insertion to be viable in a given E. coli host . Alternatively, a 
pool of inserts can be size selected over an agarose gel prior to cloning into a vector 
Using either approach, or other cloning strategies, each vector insert could be amplified 
using one primer that contains a methylated strand of the recognition domain for a 
restriction endonuclease that recognizes a hemi-methylated domain but does not 
recognize a non-methylated domain. This can be accomplished by using a primer that 
has one strand of the recognition domain sequence, with at least one methylated 
nucleotide, so that digestion with the corresponding restriction endonuclease will cut 
that one end of each amplified product, and no other sites. This can be carried out by 
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amplification with a primer that contains one strand of the recognition domain for Dpnl 
(with a methylated adenine). This strategy allows PCR amplification with normal 
nucleotides, as PCR with normal nucleotides effectively blocks internal Dpnl recognition 
domains. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jezia Riley whose telephone number is 571-272-0786. 
The examiner can normally be reached on 9:30AM - 5:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571-272-0782. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Jezia Riley/ 

Primary Examiner, Art Unit 1637 
2/18/2009 



